(19)n i%m%t mmm fS» llllillllllillillliili^ 

(43)SBS^BIB ^ (lO)fflBg> 

2004 ^10 M 28 B (28.10.2004) PCT WO 2004/091660 Al 



(51) S(&*#it#S 7 : A61K 45/00, 31/366, 31/404, 31/4418, 
31/40, 31/505, 31/47, 31/22, A61P9/00, 9/10, C12N 15/00 



PCT/JP2004/005316 
2004 *?4 f\ 14 B (14.04.2004) 



(21) 

(22) SBSfctiEIB: 

(25) S®fflBI0>Wt§: 

(26) @®*>gfia>wf§: 



(30) SSfcJt^r— 

60/463,311 2003 ^4 E 17 B (17.04.2003) US 

(7i) taiSAr*s*»<^xa)ji^sicoLNT;: usi** 

(KOWA CO., LTD.) [JP/JP]; T 4608625 S»B 
*BIrli*BeETI 6f2 9*§-Aichi(JP). U&it 
3*X3M*3fc#tt (NISSAN CHEMICAL INDUSTRIES, 



LTD.) [JP/JP]; Tl010054S:m*8 I fftfflK4*Baefflr3T 
B 7#ifi1 Tokyo (JP). 

(72) 5£Ufl#;ifcc*:tf 

(75) #&W#/ajJiIAf#@lCOl*T<B<*;: !E5f|g(KO- 
DAMA, Tatsuhiko) [JP/JP]; T 1540002 KJK«Bt£ffl« 
2TS 4-1 6-5 Tokyo (JP). &JU » (MORIKAWA, 
Shigcm) [JP/JP]; T 1710033 mSSBSftKiSEB 
3-4 2-1 2-5 0 4 Tokyo (JP). 

(74) ttiA: *#f*8SI£;£ A7;u#4$it*!5J?r (THE 

PATENT CORPORATE BODY ARUGA PATENT 
OFFICE); T 1030013 0*<SX^BT 
1T@3f 6 fcf JU Tokyo (JP). 

(8i) tt^s^^co^^tBy . ±x<Dmmomto&mtt 

BlfiB;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
B W, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 



(54) Title: LKLF/KLF2 GENE EXPRESSION PROMOTER 
(54) StWfl)***: LKLF/KLF^ilfi^SgSffiii^ 




A. . .EXPRESSION AMOUNT 

B. . .EXPRESSION OF LKLF/KLF2 GENE 

(57) Abstract: A method of promoting the expression of an LKLF/KLF2 gene characterized by comprising administering an effec- 
tive amount of a substance inhibiting the mevalonate metabolic pathway. 



WO 2004/091660 Al llllllfllllllllllllllDDIIIlllOIIIIDm 



ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, M W, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) *g£Birx»a>&iMR | j , ±xo)as<Dj£ia«a^ 

pJtl;: ARIPO (BW, GH, GM, KE, LS, MW, MZ, SD, SL, 
SZ, TZ, UG, ZM, ZW), — ^ *>7 (AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM), 3 — P V / < (AT, BE, BG, CH, CY, 



CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, 
NL, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, 
CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). 



WO 2004/091660 



PCT/JP2004/005316 



m m m 

&imfo&* fcffimm, wmhmmm. Mm^&mmmm. vicmonmrn. 
mm&m&s mn&Bft. n.mmm. m,mmm. iBjatbjfo. mm&mmmm. m 
mm) s M!k i &&m%:* mmm. mmM. < *>i«Tffljfiu mmomm • m#m 

mz^mfc. ^^^^^77^^-2 (lung Kruppel-l ike factor/KLF 
2, 6ATLKLF/KLF2 <h BST) jt^^^il^J^PIT^o 

LKLF/KLF2&, 7*P U >$S 0 M LBE^IK ffitt«{fl[, &tom&~>#i-)l>* Rtf^ 

>< >x-^ft<Dmfe&m^&^mmm=?-m&m.-e$>z> (Kozyrev sv<e>fe 

BS Lett. 1999 Apr 1:448 (1) : 149-52) . LKLF/KLF2<Df£ffl t. ITU iMO^Mt 
K:SgT&£C£ (Kuo CT<b Genes Dev. 1997 11 (22) : 2996-3006, Anderson KP 

e. Moi. ceii Biol. 1995 15 (id .5957-65) *\ ^^mmt.^mmmu(r>m 

g&tif$gfcjiB^"e&£3:<h (Monajemi Thromb. Haemost. 2001 86 (1) :40 

4-12) , t ce\\<Dmm&mmv, tt©^f$^ie^$«]Mu, mm 

mv&<Dm&m : ?&W>-Z£-&Z>Zt (Buckley AF£ Nat. Immunol. 2001 2 (8) : 698- 
704), 2Z\Z\Zih : g<D$:%:iWz&m.-C$>Z>Z£ (Kuo CT£ Genes Dev. 1997 11 (2 
2) : 2996-3006) m&tabtlT^Z. 

&-rS3Bfofc7J (shear stress) j&*W#LTV>££:V*bnTV>*a<» 
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J;3<h, LKLF/KLF2teshear stresslcJ; Oillif (Dekker RJ e> 

Blood 2002 100(5) : 1689-98) , ffiftmmmtfc<D9&±iZttVTfflm&)\zMlDZ> 
^t*«$nx^5 (Karin Arkenbout E<b Thromb. Haemost. 2003 89 (3) :52 

2-9) o z(D£?\z. !t<gft8ii®mfr*>mm-rz>im/KLF2\ l $. skm&&<Dmmz 
isTm$m -r s z. t tmm £ nz* 

fot, LKLF/KLF2«e^©«3S*{EJi , r*IltC«fcO, »BR«^«rttU«> 
IT***, utltT. LKLF/KLF2«l5^<2fS^£<£^T3#lStte, 

3a*tt«*^, rasna-w^ n.mmm, m,mmm* m^anta. mm^mmm 
mtmm) . Mjftett**. hii. Hank, < *>«st"Fmjfii, mm<omm • 

LKLF/KLF2»e^©»3s*ffiit"r*f^ffl**'rsiit*-amb, *?m&% 
*»w*stt±fB^/ , «a>*«iBtttt*ifi#ra«iiJi©rt» hmg-c 

oAJ87C#*ia*?WtLT»l6nTV^^IB— JKSC (1) T«sn5ft^«, -t 
h>#Xt»n^>0^ 4#lc:tr^AX^^>^>>l/v^A^ LKLF/KLF2it 

fc^-vf&m&GmT zftm £wr* c <t£ Jim Lfco 

$e>f^ *f6W#6tt^Ao>Kf^afjgKSIfiS-r*«lH©rt, FTI-276^<Z) 
7 r)V**/)V h 5 >X7x =7— tm$^GGTI-286^(Dy7^y h 7 > 
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X7i7 —if I BliiF&k &S^&TcdB (Clostridium diffici le Toxin B) ^<Z> 
~>JU h7>X7i *>LKLF/KLF2»^5B5iffiiife/B S 31 £ 

(i) 

OH OH 
R 1 — X— CH— CH 2 CH— CH 2 - COOR 2 ( 1 ) 

(iS*. R'teW$S£^U Xte-CH 2 CH 2 -:m-CH=CH-£^U R 2 «tK^^X 

LF/KLF2jlfe^^ii^J^ti«rs : b<Z)T$.So 

1" §LKLF/KLF2jt^^<Sii^J^tl^TS ©Tfe So 

#fgBJte* ^Dy;l,h7>7>7x7- tf£W^/&#£TSLKLF/KLF2 

#fgBJ3te, LKLF/KLF2it^^{)£ji^JMit^^J6(Dp<A*P>^m^ 
S> O&O, LKLF/KLF2«fcT^{£^JMB<Dfc&©&ffl £t«#rT S txDTfc 

So 

LKLF/KLF23fte^»^<Sii»J»ijS©fc8e>©y7-;uy9-;p 

3 



WO 2004/091660 



PCT/JP2004/00S316 



Z t. S4#«i:TSLKLF/KLF2i»e : f»^fiii^»*ai«'r* t)OTS§, 

FIS«. ftSft* ^iiPM. Bg&mjfiL ONliRI»IKB!S 

0 1 te. t^A*X^^>*;W>'^A(DLKLF/KLF2it^O^^^-r0T^ 
El 2 If* AX * v"? A <Z>LKLF/KLF2«fc^fgg! 5 * A D > 
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T-fehT-fe^lz-CoA - HMG-CoA - ^A'n>t -» ^AD 5-'J >K - 

^/tp-;i/-5-trnu >m — <y^>f- ;nfou >m — y^— ;nfnu> 
5-;i/y^-;nfnu>* - y^^y^n;wb^>A^M^ cmtf, RhoA 

B, Rapla, Rac, Cdc42^CDRho* >A°^«^ 7 ^ U ^t^P 
*->;H£pU>& 7T^->;Wb^>A^KP (#J;U£» Ras, RhoB3£) <D 

eontf'j^n, tf^yptf'j^vs, ^x/trus^g, trusts, if 
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-f>Hu;us, trusts* trusts, tfaujwgxte^y u;u 

3r)Vt>)l#-)V**ism. 7)V*)VmWk7^;^ W.Wk7)V*)V7s)V*-)V7^ 

ys, 117 3L-)v*)v*-)V7 ^ y 7)v*)v. 7x.-)im&imyu$2m 

1 ~ 4 <DT;^;UM^miC 1 ~ 4 <D7)V3r)V7.)Vfc =.)V7 E^lfc 
1 ~4fiD7JWHi7i-MM-Jl'7$ /l, MfitgC 1 ~4<D7)ls*)Vm 

mts)vn^)vm. 71^1^^;^^^!, 7j^d7x-;h, ^d^b 

7x-JH, 3-H7X-JH, ^^;i/^x-;U», X^7x-JH, ;*h=£ 

v^x-;PS» 1 h+'>7xzMxtt7x-MjlWSl/<> #{c-ry^ph! 
— «j£ (1) -essti5ft^»&^07i' h>ft©an £m¥mz.n®i, 
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znzwt&mz. Mz.&*:m&&&4, 739, 073^3-07^ 

n&m'jkfflmi 1 4, 0 2 m ; 3 — Dy/TOtttHBI&IM&3 6 7, 8 9 5^; 
^#^5, 0 0 1, 2 5 5^. S£4, 6 13, 6 1 Of, ^4, 8 5 1, 4 

2 7§, ^4, 7 5 5, 6 0 6^, ^4, 8 0 8, 6 0 7^,^4, 751, 2 

3 5^, ^4, 9 3 9, 1 5 9f, 14, 8 2 2, 7 9 9f. ^4, 8 04, 6 
79-St, !g4, 8 7 6, 2 8 0^, i4, 8 2 9, 0 8 1^, 14, 9 2 7, 8 
5 3B4, 588, 7 1 5^; R*>*F. G. Kathawala, Medical Research Re 
views, 11, 121-146 (1991) > 3-D^A°^ffl^llff§3 0 4, 0 6 3^;3 
-n^A°#rFmm^ffim3 3 0, 0 5 7^ *ffl#ffff!5, 0 2 6, 7 0 8f, 
Sg4, 8 6 8, 1 8 5^; 3-P y A#lf ffiM^MIg 3 2 4, 3 4 7^; 3-D 
^A'#fFffi^^m3 0 0, 2 7 8 ; *ffl#fFlg 5 , 0 1 3, 7 4 9^ ^ 
5, 8 7 2, 1 3 0^ ^5, 8 5 6, 3 3 6^, JfeSttlftM, 2 3 1, 9 3 
8^ ^ffl#fFm4, 4 4 4, 7 8 4^, Hm*ffi%4, 3 4 6, 2 2 7^ * 
H#fF^5, 3 5 4, 7 7 2-Sf, *ffl#fFSg5, 2 7 3, 9 9 5^, #B4#fflF3& 
5, 1 7 7, 0 8 0^, *H#fFfg3, 9 8 3, 1 4 0t, B aWWrtfSS 2 . 6 

4 8, 8 9 7 TfcBfjfi^ 5 , 2 6 0, 4 4 0 Bioorganic & Medicinal C 
hemistry, 5, 437, (1977), S^MFfFSSI 2 , 5 6 9, 7 4 6^ 

fF^3 0 4, 0 6 3f, ^HltfFffS 5 , 8 5 6, 3 3 6 ^Kf2il££nT^£ 0 
*«^©LKLF/KLF2JBe : F56S<IEJi^»OW3ftia» iUTll D/U * 3=- > 

OfcSftflFSM, 2 3 1, 9 3 8f : ( + ) - (IS, 3 R, 7S, 8S, 8 
aR)-l, 2, 3, 7, 8, 8 a-A^tFP-3, 1 8 - 

[2- [ (2R, 4R) -^h^t KD-4-k Kn*'>-6-t*V-2H- 

tf^>- 2 x^;n -i-^-7^;p (S) - 2 -t^JV^i"- 

7 



WO 2004/091660 



PCT/JP2004/005316 



h) , ~>>A*X*^> Gfcffl^ffSM, 444, 7 84^: ( + ) - (IS, 
3R, 7S, 8S, 8aR) -1. 2, 3, 7, 8, 8 a Ho- 3 , 
7-5?*3\>U-8- [2- [ (2R, 4R) -fh7t KD-4-t h'O + y- 

6-^y-2H-tf7>-2 — OKI x^;H - 1 -^-y^)i 2, 2-i?* 

?JW7X-h) . OfeBMSttSIU, 3 4 6, 2 2 7^: 

( + ) - (3R, 5R) -3, 5-v?tKD*y-7- [ (IS, 2 S, 6 S, 
8S, 8aR) -6-th'D^>-2-^;l/-8- [ (S) -2-*3 L )V7?- 
U;P^->] -1, 2, 6, 7, 8, 8a-^U-tHn-l-t7f;W ^ 
*>$0 , 7;i-AX^> (^ffl#^5, 354, 7 7 2f : (3RS, 5 
SR, 6E) -7- [3- (4-7MD7I-JW -1- (l-^^UX^- 

;p<) -ih — r > 2 --r;n -3, 5-^tKn^>-6-A^f> 

Hft) , 7h;^U^f> OfcH^mfg 5 , 2 7 3, 9 9 5§: (3R, 5 R) 
-7- [2- (4-7MD7i-;W -5 — f7 7'Dlf^-3-7i^-4 

-7i- )VtDvn^ )V- 1 h- trn;p- 1 -- r;n -3, 5-^th*D+yA 

?**>1£) , t'J/U^f> (^H#fFm5, 1 7 7, 0 8 0^: (3R, 5 
S) -XUXO- (E) -7- [4- (4-7J^n7i^) -2, 6-5M 
77ot>-5-> h^r->^^;i/-tfU^>-3->r;H -3, 5-ytKD+ 
v-6-^\^>B?) . *AX*^> 0fcffl#fFSg3, 9 8 3, 1 4 0 §• : 

(+) - (IS, 3R, 7S, 8S, 8aR) -1, 2, 3, 7, 8, 8a-A 
+D-kHD-7-^-8- [2- [ (2R, 4R) -rh7tHn-4-t 

Ko=^v-6-^-^v-2H-tf^>-2 — r;w] x^;n 

(S) -2-*7)V7?-\s-V) . D7x/U^f> 0fcH#fFfg5, 2 6 0, 4 
4 0f, 0*ffl#fl : m2, 6 4 8, 8 9 7f : 7- [4- (4-7KD7iZ 
-6 — rV^'ntf;i/-2- (N-^^-N-/^>7M^75 y If' J ^ 
-5-<;U] - (3R, 5S) -^th'o + y- (E) - 6 -A^f> 
m . fcf^AX*^ OfcH^i^ 5 , 8 5 6, 3 3 6^, B^HftW^, 5 
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6 9, 7 4 6^: (3R, 5S, 6 E) -7- [ 2 - =s>7 U ~?U 4 - 

(4-7M07i-JW -3-*>"JJW -3, 5-ytHn^>-6-V 

^WT^/B-T £ 7 t )V*i/)V V y >X 7.x 7— tffi«9i: bTte, FTI-27 
6. FTI-277, FPT Inhibitor I, FPT Inhibitor II, FPT Inhibitor III, FTase 
Inhibitor I, FTase Inhibitor II, FTase Inhibitor III, FTase Inhibitor IV 

(^mfcCalbiochem&K) mifimiz>nz>. 

«, GGTI-286, GGTI-287, GGTI-297, GGTI-298, GGTI-2133, GGTI-2147 (UTtl 
&Calbiochem*t§a) mifiWifz>ti*. 

*7c, *^BJT^ffl-r<5^riv;i'h^>X7x^-1f«i:UT«, TcdB {Clos 
Iridium difficile Toxin B) , Clostridium sordellii haemorrhagic toxin, C 
lostridium sordellii lethal toxin (W^nfe Sigma t±©D 6*1*. 

x^— tnSSSQ, ;py5^h7>77i7-j? IB«WR^;W3^;W 

h7>X7x7- t?#te, t MffllfitC*V»TLKLF/KLF20mRNA©563S&WjS 
};H£itT3<£>T, *»^©LKLF/KLF23fte^5fi?SffiJi75Fffitc:Wffl"C*t), LKLF/KL 

*fc^AD>Kft8»«K&lia*rs*S, +Tt>WIB^«J (1) , ^<D7? 
>77i7- If^Srffl^n^, LKLF/KLF2#W#"rsf&**fc©IJ8S8, JSr^^ESIK 
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mm. mm. ^ny^Mmz&zt&a&^xtemmft&ttftu mm^ttm 
©ask m&mwM* &*mmz&z>&&n& j *i>*mf*>n 

x\ xtemnm^mizff&znzmMm* $£&nu mmm. m&m. 

m, mmu KWtL mmm. mvm* mn, mmm. %>wtm 

mx\mmt%m en <Dmn&5-mmme>mm\z&tz^T\$. mm&ft<D& 

3£tt&#«UTpH*W!ai (#i¥2-6406^ H#ffl#if!g2, 7 7 4, 0 
3 7^, WO 97/2320 0^) -r5<£>#W£L^o 

0. 0 1~1 0 0 0rag, #110. l~100mg£, 1 0XtegtlEHC:frttTSSPiS: 

&y\znifom*miT*mn*un\zm.w?2>ifi. ^mzzn^\zm^n 

iE#t MIF#IIMRrt&«Hft (HUVEC) £ 3 x l 0 5 eel Is/ 1 0 cm dishtc 
m^tc2B'&lZ. b°^/N*X^^>^;P->^A (0«£Pit£^) SI. lAimolA 
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S&5>?^fKW+yH m^mO. 0 0 6 6v/v%) zmn^fco 8M£8 
Ut^lC r I S OGENj B*^->th«) ^fflV^T^RNASrja 

fc£RNAcfc9#i£K:fi£^ mRNA^l, itl^cDNA^L 
fc. £e>l£in vitrote^KJ;Blf*^>*»cRNA£^£U & 
#13S1C J; 0 imbL. 56«*«f fcffl H*fc»©W)Wfc c R N A£fSSI L 

iH5^fS5!^#T:£i£ : »r>Hfcc RNA&, fHuman Genome Focus Arrayj (FS 
*i£> AffymetrixttSD 1C1&AU 4 5t:, 1 6 P#|HJ/W 7 'J ^-f-tf-v'a 

XM^yhTt*^>tfL^^J:S^fe^ifib, rGeneChip^T^^-J 

Hewlett Packard®!) fcT)te^iafif«£IR9&^fc\ #e>nfc1»*ttGEN 
ECHIP SOFTWARE (Af fymetrixttgf) fcTflftrU 583ia£J*&Lfco 

mmm%k*m 1 t^-r. 

HUVECfc*^T. •^>y;WmJ!jP8Btr^(OLKLF/KLF2jt^<7)^^ 3 

tt, y^— ;^7x;HfDU>l6 (GGPP) 10tfM©SSUPK:«koT355*T?«^b 
fee t^T, ^-^ffl^ibTRhoa^^z^ ■J-WbTt^^t^ 

iESt hW##llKA&ttlJB (HUVEC) £6X10 4 cells/6 well plate 
\zm^fc4Bmz, kr^A7^^>#;i^>r>A (lMmol/L, El^Pit^^) R 
CJf, /A'D>i (lOOjumol/L, H^MVAt^) , 7 t)V^)V\±u U (10 
umol/L 04>FPP£^) , y^— ^y^— ;Hf □ U >K UOAtmol/L, EI^GGP 
Pt^) tt&ziVTsJ-u-fr (lOAtmolA, H^Chota^) ©^a'd>I6& 
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0. l%©DMSO) #f$J¥£bTt°^A*X^>;k;i^>r>A (l^molA) ¥ 
»ifefflILfc, #IWSD8Nffp^i: TISOGENJ B*5? 

ViTDNA^-a^L, WTO^^'f^- £ffl^TABI PRISM 7000 Sequence Detect i 
on System (Applied Biosys terns) Tfi'l^Lfco Kruppel-like factor 2 (KLF2) : 
the forward primer (TCTCTCCCACCGGGTCTACAC : IH^J#^ 1 ) ; the reverse prime 
r (GCAGACAGTACAAATTAAGGCCCTTA : B2#l#^ 2 ) and the TaqMan probe (AGAGGA 
TCGAGGCTTGTGATGCCTTGT : SB^J#-^ 3 ) . F*3OT*P: the forward primer (GCTG 
GAAGTACCAGGCAGTGA : I2?U#^4) ; the reverse primer (TCCGGTAGTGGATCTTGGC 
TTT : ge?U3H§-5) and the TaqMan probe (TCTTTCCTCTTCTCCTCCAGGGTGGCT : @H 

i«t»5 3i/^f d-j^o 4 1 mmmz £ d s z. t. mm u 

^»J3 

iE^t M*#»IIRrt&*fflfla (HUVEC) ^6X10 4 cells/6 well plate 
\zm^tz4B'&\z, \f*rt7*#?'>lJ)Vz/V& (l/zmolA, HfPitt*^) , 
FTI-276 ( 1 0 Atmol/L, HWIt**) . GGTI-286 (lO^moJ/L. H+GGTIt* 
^) , Clostridium difficile Toxin B (5 0ng/mh Bl^TcdBi:^) 
$5, W3>hD-MUTDMSO (J^«^0. l%) £»]b*:o ^P24B#r^ 
TISOGENJ (j$£S£, B#^->tt«) ^ffl^TfRNA^atiib 
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lEStt hMl^^ffi (HUVEC) £6X10 4 cells/6 well plate 
\zm^fr4Bmz. \L^n7.^^yti)^y^b, (0.1. l. lOwmolA. EWiti: 
. FTI-276 (0.1, 1. 10/zmol/U ®*FTI£^) , GGTI-286 (0.1. 1. 1 
O/xmol/L, 04 , GGTI«i:^) (D&MVO* IkXfu > h n— ITDMSO 

go. 1%) ^asjipufc. 8&ira8i$ra&;fttf24i5ra&K: usogenj (iS^£, 
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If co IB H 

1 . ;* An >^|St/iS!^^^t-^^M^W5?S^tT^LKLF/KLF2iie^^ 

OH OH 
R 1 — X— CH— CH 2 CH— CH 2 -COOR 2 ( 1 ) 

R U X&-CH 2 CH r X«-CH=CH-£;^U R 2 «7KmM^X 

T£3*l*fls£«K ^-CO^^ h>#Xtt-tn60*fiT**ffll^iaEtt<Z)LKLFA 
LF2flM5^3ESIBiiai. 

enntruswa, e^/ntrusw*, ^xytru^j^ eussw 

IJ/KLF2ite^5»fMEjiSI. 

If ^ A* ^ > X £ CD&T & 3 2 fS*fc<£LKLF/KLF2jtfc^§g:§i<lSit 

5. W$J/&#^\ ^^A*^^^>Xtt-€-©JftT»*l9*«2Sa«<Z)LKLF/KLF2 

6 . ;* Ad >B&fmiK»£lfl#r540«J&<:7 7^'>;P h 7 >X7x7- if IS 

mmx*$>z>mim i KmoLKLF/Kij^jte^fs^Eiiao. 

7 . ^ An >j»«»«KSIfi#-rsWK*<y ^-JWy ^ -JW h7>^7i7 
— tf I a»JT»«IS*3S 1 iB«©LKLF/KLF2iafi : ?»|gflEJiSiJ. 
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8 . * A*n >mttmm3&*mm~rz®n&>f)vn h ^ >x 71 7— 

1 8H«©LKLF/KLF2Jl^?fB^ffiii3W. 
1 0 . -flfi!5£ ( 1 ) 

OH OH 
R 1 — X— CH— CH 2 CH-CH 2 -COOR 2 ( 1 ) 

(jC*. R'teWfll&Sr^U Xte-CH 2 CH 2 -Xte-CH=CH-£7KU R 2 «tK^0TX 

>w&. trDntru^i/Sv tf^VPtru^;i/», ^lytij^n. tru^ 
:7x~;wa, 7x=;^x-;H6xtt7x-;u7U;i/ST»^ffll*3Si omm<D 

Mo 

13. *a»^3ftt. vfnxf^yxittox&T'&zmjkmi oas*©^. 

1 4. LKLF/KLF2«^^<Sii^Ji3^©fe»©7 7;^v;Wh^>X7x5 

1 5. LKLF/KLF2»fe^^^J^cDfe*(Dy^-;^^-;i,h^>X^ 

1 6. LKLF/KLF2M^^{S^J^jg<7)fe*0^;U3^;Uh7>^7x7-- 
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5LKLF/KLF2Sfe^!£§ii£ii75*£. 

18. >nn>K«8»«8S*IB*f **Kj&^0-»^ (1) 

OH OH 
R 1 — X— CH— CH 2 CH— CH 2 -COOR 2 ( 1 ) 

R'ttWfcSS^U X«-CH 2 CH 2 -X«-CH=CH-<£r^b, MZfrmm^X 

i?)m, enntf'j^;i/S, tf^Vntru^i/S, trusts, ku^^ 

^-75=-;WS, ^U-t Hnt75 1 ;H. x^n^+v^S, 7x^y'J^ 
7x-JH, 7x-;Vfir;i/SXtt7i-^7 'J JHT*-68I*S 1 8 fEUSO 
77£. 

2 0. n/N*7.^5 1 >, 7 p ^/\*7,^^>, y>/U^?>, ^;W\* 

X^^>, -feU/\*X^>* 7h^/U^f>, nx;u^5 1 >, ^/U^f 

2 1. *a»^»3ft«, t^yU^f^XttfOiT**^! 8IB«<D7j^o 
2 2. ^An>K«||MS8S*lli»rs«jK*t7T;P*^;Ph7>X7x5— t? 

2 3. *An>wtftmm&&mw?*tantfiY7-)W7-)Vb?>7>7x. 

5— tf I 1 7 i5«c<DLKLF/KLF2it^^{Sil7j&o 

2 4. ^An>^ili^eMT^^^^;i'Ziv';Wh^>7 > 7'x^--lfT 
fcSSljfcSil 7|B«©LKLF/KLF23fie : ?«S<ESi^r&. 
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SEQUENCE LISTING 

<110> KOWA CO., LTD. 

<120> An accelerator for the expression of LKLF/KLF2 genes 
<130> KW0122 

<140> 
<141> 

<150> US 60/463, 311 
<151> 2003-04-17 

<160> 6 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 11 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Designed primer KLF2 
(forward) 
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<400> 1 

tctctcccac cgggtctaca c 16 

<210> 2 
<211> 16 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Designed primer KLF2 
(Reverse) 

<400> 2 

gcagacagta caaattaagg ccctta 16 



<210> 3 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: the TaqMan probe 
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<400> 3 

agaggatcga ggcttgtgat gccttgt 17 



<210> 4 
<211> 11 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Designed primer KLF2 
(forward) 

<400> 4 

gctggaagta ccaggcagtg a 11 



<210> 5 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Designed primer KLF2 
(Reverse) 
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<400> 5 

tccggtagtg gatcttggct tt 12 

<210> 6 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence: the TaaMan probe 
<400> 6 

tctttcctct tctcctccag ggtggct 17 
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